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1) A compound of formula 1 



R2 



O 



A— N 




B 



OH O 



R1 



Formula 1 



wherein: 
A is 



i) 



OR 




Aryl— (CH2), 



(Ra), 



n 



wherein Aryl is mono or bicyclic and has from 5 to 10 ring atoms and may 
optionally include up to 3 heteroatoms chosen from N, O and S; 
each X is independently 0, 1 or 2; 

R is H, Ci'Ce alkyl, phenyl or benzyl wherein each phenyl ring is optionally 
substituted with up to two groups independently selected from -OH; -CH2OH, -CO2H, - 
CF3, CI, Br, F; and C1-C2 alkyl; 

each Ra is independently selected from the group consisting of H, OH, C1-C3 
alkyl; C\-Ce alkylacylamino, Ci-Cealkylacyloxy, CpCealkyloxy, Ci-Cealkylthioxy, 
amido (including primary, Ci-Ce alkyl and phenyl secondary and tertiary), NH2, mono and 
di(Ci-C6 alkyl and phenyl) amino, carbamyl (including CpCe alkyl and phenyl amides 
and esters), carboxyl (including C\-Ce alkyl and phenyl esters), carboxy(C2-C5)alkyloxy 
and N-heterocyclylacyl; 

and n is 1 or 2; 
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wherein D is chosen from aryl having 5 to 6 atoms, optionally including up to 2 
heteroatoms selected from the N, O, and S; fused aryl of 8 to 14 atoms optionally including up to 
3 heteroatoms selected from the N, O, and S; mono or ftised cycloalkyl having 5 to 12 carbon 
atoms; and mono or ftised heterocycloalkyl having 5 to 12 carbon atoms including up to 3 
heteroatoms selected from N, O, and S; biaryl, diaryl ether; diarylketone, and phenyKCi-Cs) 
alkyloxyaryl; 

and wherein E is a divalent group chosen from carbonyl, sulfr)nyl, C1-C3 alkylene, 
-X- (CrCs) alkylcarbonyl wherein X is chosen from N, O and S, or E is merely a bond; 

and D may optionally be substituted with up to two groups chosen from OH, CpCs alkyl; 
Ci-Ce alkylacylamino, Ci-Cealkylacyloxy, Ci-Cealkyloxy, Ci-Cealkylthioxy, amido (including 
primary, Cj-Ce alkyl and phenyl secondary and tertiary), NH2, mono and di(C|-C6 alkyl and 
phenyl) amino, carbamyl (including Cj-Cs alkyl and phenyl amides and esters), carboxyl 
(including Ci-Ce alkyl and phenyl esters), carboxy(C2-C5)alkyloxy, N-heterocyclylacyl, CrC3 
alkylsulft)nyl, sulfonamide and C1-C3 alkylsulfonamide; 

iii) Ci-Ce alkanoyl; C2-C-6 alkenoyl; and methylthioCj-Cs alkanoyl, any of which may be 

substituted with up to two groups chosen from OH, CpCe alkylacylamino, Ci-Cealkylacyloxy; 
Ci-Cealkyloxy; Ci-Cealkylthioxy, amido (including primary, Cj-Ce alkyl and phenyl secondary 
and tertiary), amino, Ci-Ce alkyl and phenyl amino, carbamyl (including C\-Cs alkyl and phenyl 
amides and esters), carboxyl (including Ci-Ce alkyl and phenyl esters), carboxy(C2-C5)alkyloxy 
and N-heterocyclylacyl, C1-C3 alkylsulfonyl, sulfonamide and CrC3 alkylsulfonamide; 

and iv) a divalent group of the formula: 



O 

wherein each carbonyl of the divalent group bonds to the nitrogen to form a five 
membered ring and Ra is as defined above; 

B is selected from -OH; Ci-Ce alkyl or C1-C6 alkyl amino, di(CrC6 aikyl)amino, Ci-Ce 
alkyloxy, N-heterocyclylic and 
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each n' is indq>endently 0, 1 or 2; 
m is 0, 1, 2 or 3; 
and G is N or O; 

J is selected from the group consisting of aryl having a 5 to 6 membered ring optionally including 
up to 2 heteroatoms selected from the N, O, and S; ftised aryl rings of 8 to 14 atoms optionally 
including up to 3 heteroatoms selected from N, O, and S, mono or fiised ring cycloalkyl having 5 
to 12 carbon atoms; and mono or fused ring heterocyclic having 5 to 12 carbon atoms including 
up to 3 heteroatoms chosen from the group consisting of N, O, and S; 

each K is chosen from OH, C1-C3 alkyl; C1-C6 alkylacylamino, Ci-Ca alkylacyloxy, Ci-Ce 
alkyloxy, C\-Ce alkylthioxy, amido (including primary, C\-Ce alkyl and phenyl secondary 
and tertiary), NH2, mono and di(Ci-C6 alkyl and phenyl) amino, carbamyl (including 
C1-C6 alkyl and phenyl amides and esters), carboxyl (including CrCe alkyl and phenyl 
esters) and carboxy(C2-C5)alkyloxy; 

Rl is straight or branched chain C1-C5 alkanyl or C2-C5 alkenyl; 

R2 is C1.5 straight or branched chain alkanyl or alkenyl; methylthiomethyl; aryl or 
arylalkyl or heteroaryl or heteroarylalkyl wherein any of the above are optionally 
substituted v^^ith up to 2 of C1.3 alkyl, trifluoromethyl or halogen, 
and stereoisomers, hydrates or pharmaceutically acceptable salts thereof. 

2) The compound claim 1 wherein A is: 



wherein the dotted line indicates an optional aryl ring fused to the phenyl ring. 

24) A method of slowing or ameliorating the progression of a disease state characterized by 
deposition of AP peptide in a mammal comprising administering to a mammal in need thereof an 
effective amount of a compound of formula 1 
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Formula 1 



wherein: 
A is 



i) 




wherein Aryl is mono or bicyclic and has from 5 to 10 ring atoms and may 
optionally include up to 3 heteroatoms chosen from N, O and S; 
each X is independently 0, 1 or 2; 

R is H, Ci-C6 alkyl, phenyl or benzyl wherein each phenyl ring is optionally 
substituted with up to two groups independently selected from -OH; -CH2OH, -CO2H, - 
CF3, CI, Br, F; and C1-C2 alkyl; 

each Ra is independently selected from the group consisting of H, OH, C1-C3 
alkyl; Ci-Ce alkylacylamino, CrCe alky lacy loxy, CpCealkyloxy, CrCealkylthioxy, 
amido (including primary, Ci-Ce alkyl and phenyl secondary and tertiary), NH2, mono and 
di(Ci-C6 alkyl and phenyl) amino, carbamyl (including Ci-Ce alkyl and phenyl amides 
and esters), carboxyl (including Ci-Ce alkyl and phenyl esters), carboxy(C2-C5)alkyloxy 
and N-heterocyclylacyl; 

and n is 1 or 2; 




wherein D is chosen from aryl having 5 to 6 atoms, optionally including up to 2 
heteroatoms selected from the N, O, and S; fiised aryl of 8 to 14 atoms optionally including up to 



p. 7 Of 12 



3 heteroatoms selected from the N, O, and S; mono or fused cycloalkyi having 5 to 12 carbon 
atoms; and mono or fiised heterocycloalkyl having 5 to 12 carbon atoms including up to 3 
heteroatoms selected from N, O, and S; biaryl, diaryl ether, diary Iketone, and phenyKCi-Cg) 
alkyloxyaryl; 

and wherein E is a divalent group chosen from carbonyl, sulfonyl, CpCj alkylene, 
-X- (C1-C3) alkylcarbonyl wherein X is chosen from N, O and S, or E is merely a bond; 

and D may optionally be substituted with up to two groups chosen from OH, C1-C3 alkyl; 
C-Ce alkylacylamino, CrC6alkylacyloxy, CrCealkyloxy, Ci-Cealkylthioxy, amido (including 
primary, Ci-Ce alkyl and phenyl secondary and tertiary), NH2, mono and di(Ci-C6 alkyl and 
phenyl) amino, carbamyl (including CpCs alkyl and phenyl amides and esters), carboxyl 
(including CpCe alkyl and phenyl esters), carboxy(C2-C5)alkyloxy, N-heterocyclylacyl, Ci-Cb 
alkylsulft)nyl, sulfr)namide and CpCs alkylsulfonamide; 

iii) Ci-Ce alkanoyl; C2-C-6 alkenoyl; and methylthioCi-Cs alkanoyl, any of which may be 

substituted with up to two groups chosen from OH, Q-Ce alkylacylamino, Ci-Cealkylacyloxy; 
Ci-Cealkyloxy; Ci-Cealkylthioxy, amido (including primary, Ci-Ce alkyl and phenyl 
secondary and tertiary), amino, Ci-Ce alkyl and phenyl amino, carbamyl (including Cj-Ce alkyl 
and phenyl amides and esters), carboxyl (including Cj-Ce alkyl and phenyl esters), carboxy(C2- 
C5)alkyloxy and N-heterocyclylacyl, CpCs alkylsulfonyl, sulfonamide and C1-C3 
alkylsulfonamide; 

and iv) a divalent group of the formula: 



O 

wherein each carbonyl of the divalent group bonds to the nitrogen to form a five 
membered ring and Ra is as defined above; 

B is selected firom -OH; Ci-Ce alkyl or Ci-Ce alkyl amino, di(Ci-C6 alkyl)amino, C1-C6 
alkyloxy, N-heterocyclylic and 



p 
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each n' is independently 0, 1 or 2; 
m is 0, 1, 2 or 3; 
and G is N or O; 

J is selected from the group consisting of aryl having a 5 to 6 membered ring optionally including 
up to 2 heteroatoms selected from the N, O, and S; fused aryl rings of 8 to 14 atoms optionally 
including up to 3 heteroatoms selected from N, O, and S, mono or fiised ring cycloalkyl having 5 
to 12 carbon atoms; and mono or fused ring heterocyclic having 5 to 12 carbon atoms including 
up to 3 heteroatoms chosen from the group consisting of N, O, and S; 

each K is chosen from OH, C1-C3 alkyl; C1-C6 alkylacylamino, C1-C6 alky lacy loxy, CrCe 
alkyloxy, Cj-Ce alkylthioxy, amido (including primary, Ci-Ce alkyl and phenyl secondary 
and tertiary), NH2, mono and di(Ci-C6 alkyl and phenyl) amino, carbamyl (including 
C1-C6 alkyl and phenyl amides and esters), carboxyl (including CpCe alkyl and phenyl 
esters) and carboxy(C2-C5)alkyloxy; 

Rl is straight or branched chain C1-C5 alkanyl or C2-C5 alkenyl; 

R2 is C1.5 straight or branched chain alkanyl or alkenyl; methylthiomethyl; aryl or 
arylalkyl or heteroaryl or heteroarylalkyl wherein any of the above are optionally 
substituted with up to 2 of C1.3 alkyl, trifluoromethyl or halogen, 
and pharmaceutically acceptable salts and esters thereof. 

25) The method claim 24 wherein A is: 



OH 




wherein the dotted line indicates an optional aryl ring fused to the phenyl ring. 



47) A pharmaceutical composition comprising a compound of formula 1 
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A— N 




OH O 



R1 



Formula 1 



wherein: 
A is 



OR 



(Ra), 



Aryl— (CH2), 




wherein Aryl is mono or bicyclic and has from 5 to 10 ring atoms and may 
optionally include up to 3 heteroatoms chosen from N, O and S; 
each X is independently 0, 1 or 2; 

R is H, C1-C6 alkyl, phenyl or benzyl wherein each phenyl ring is optionally 
substituted with up to two groups independently selected from -OH; -CH2OH, -CO2H, - 
CF3, CI, Br, F; and CrC2 alkyl; 

each Ra is independently selected from the group consisting of H, OH, CrCa 
alkyl; Ci-Ce alkylacylamino, Ci-Ce alkylacyloxy, CrCe alkyloxy, Ci-Ce alkylthioxy, 
amido (including primary, CrCe alkyl and phenyl secondary and tertiary), NH2, mono and 
di(Ci-C6 alkyl and phenyl) amino, carbamyl (including C\-Ce alkyl and phenyl amides 
and esters), carboxyl (including C1-C6 alkyl and phenyl esters), carboxy(C2-C5)alkyloxy 
and N-heterocyclylacyl; 

and n is 1 or 2; 



wherein D is chosen from aryl having 5 to 6 atoms, optionally including up to 2 
heteroatoms selected from the N, O, and S; fiised aryl of 8 to 14 atoms optionally including up to 
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3 heteroatoms selected from the N, O, and S; mono or fused cycloalkyl having 5 to 12 carbon 
atoms; and mono or fused heterocycloalkyl having 5 to 12 carbon atoms including up to 3 
heteroatoms selected fi^om N, O, and S; biaryl, diaryl ether; diarylketone, and phenyKd-Cs) 
alkyloxyaryl; 

and wherein E is a divalent group chosen from carbonyl, sulfonyl, C1-C3 alkylene, 
-X- (Ci-Q) alkylcarbonyl wherein X is chosen from N, O and S, or E is merely a bond; 

and D may optionally be substituted with up to two groups chosen from OH, C1-C3 alkyl; 
Ci-Ce alkylacylamino, d-Cealkylacyloxy, CpCealkyloxy, CpCealkylthioxy, amido (including 
primary, Ci-Ce alkyl and phenyl secondary and tertiary), NH2, mono and di(CrC6 alkyl and 
phenyl) amino, carbamyl (including CpCe alkyl and phenyl amides and esters), carboxyl 
(including CpCe alkyl and phenyl esters), carboxy(C2-C5)alkyloxy, N-heterocyclylacyl, Q-Q 
alkylsulfonyl, sulft)namide and C1-C3 alkylsulfonamide; 

iii) Ci-Ce alkanoyl; C2-C-6 alkenoyl; and methylthioCi-Cs alkanoyl, any of which may be 

substituted with up to two groups chosen from OH, Ci-Ce alkylacylamino, CpCealkylacyloxy; 
CrCfialkyloxy; d-Csalkylthioxy, amido (including primary, C1-C6 alkyl and phenyl 
secondary and tertiary), amino, Ci-Ce alkyl and phenyl amino, carbamyl (including CpCe alkyl 
and phenyl amides and esters), carboxyl (including Ci-Ce alkyl and phenyl esters), carboxy(C2- 
C5)alkyloxy and N-heterocyclylacyl, CrC3 alkylsulfonyl, sulfonamide and C1-C3 
alkylsulfonamide; 

and iv) a divalent group of the formula: 



O 

wherein each carbonyl of the divalent group bonds to the nitrogen to fomri a five- 
membered ring and Ra is as defined above; 

B is selected from -OH; C1-C6 alkyl or Cj-Ce alkyl amino, di(CrC6 alkyl)amino, C1-C6 
alkyloxy, N-heterocyclylic and 



O 
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each n' is independently 0, 1 or 2; 
m is 0, 1, 2 or 3; 
and G is N or O; 

J is selected from the group consisting of aryl having a 5 to 6 membered ring optionally including 
up to 2 heteroatoms selected from the N, O, and S; fused aryl rings of 8 to 14 atoms optionally 
including up to 3 heteroatoms selected from N, O, and S, mono or fused ring cycloalkyl having 5 
to 12 carbon atoms; and mono or fused ring heterocyclic having 5 to 12 carbon atoms including 
up to 3 heteroatoms chosen from the group consisting of N, O, and S; 

each K is chosen from OH, C1-C3 alkyl; C1-C6 alkylacylamino, Ci-C6alkylacyloxy, CrCe 
alkyloxy, Ci-Ce alkylthioxy, amido (including primary, C\-Ce alkyl and phenyl secondary 
and tertiary). NH2, mono and di(CrC6 alkyl and phenyl) amino, carbamyl (including 
C1-C6 alkyl and phenyl amides and esters), carboxyl (including Ci-Ce alkyl and phenyl 
esters) and carboxy(C2-C5)alkyloxy; 

Rl is straight or branched chain Ci-Cs alkanyl or C2-C5 alkenyl; 

R2 is C1.5 straight or branched chain alkanyl or alkenyl; methylthiomethyl; aryl or 

arylalkyl or heteroaryl or heteroarylalkyl wherein any of the above are optionally 

substituted with up to 2 of C 1.3 alkyl, trifluoromethyl or halogen, 

and pharmaceutically acceptable salts and esters thereof and a pharmaceutically acceptable 

diluent. 

48) The composition claim 47 wherein A is: 




wherein the dotted line indicates an optional aryl ring fused to the phenyl ring. 
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Marked up copy of claim amendments: 

1) A compound of formula 1 




OH O R1 

Formula 1 



wherein: 
A is 




wherein Aryl is mono or bicyclic and has from 5 to 10 ring atoms and may 
optionally include up to 3 heteroatoms chosen from N, O and S; 
each X is independently 0, 1 or 2; 

R is H, CrCe alkyl, phenyl or benzyl wherein each phenyl ring is optionally 
substituted with up to two groups independently selected from -OH; -CH2OH, -CO2H, - 
CF3, CI, Br, F; and C1-C2 alkyl; 

each Ra is independently selected from the group consisting of H, OH, C1-C3 
alkyl; C1-C6 alkylacylamino, Ci-Ce alky lacy loxy, Ci-Cealkyloxy, CpCealkylthioxy, 
amido (including primary, C1-C6 alkyl and phenyl secondary and tertiary), NH2, mono and 
di(CrC6 alkyl and phenyl) amino, carbamyl (including CpCe alkyl and phenyl amides 
and esters), carboxyl (including CpCe alkyl and phenyl esters), carboxy(C2-C5)alkyloxy 
and N-heterocyclylacyl; 

and n is 1 or 2; 




p. 1 of 9 



wherein D is chosen from aryl having 5 to 6 atoms, optionally including up to 2 
heteroatoms selected from the N. O, and S; fused aryl of 8 to 14 atoms optionally including up to 
3 heteroatoms selected from the N, O, and S; mono or fused cycloalkyl having 5 to 12 carbon 
atoms; and mono or fused heterocycloalkyl having 5 to 12 carbon atoms including up to 3 
heteroatoms selected from N, O, and S; biaryl, diaryl ether, diarylketone, and phenyKCpCs) 
alkyloxy aryl; 

and wherein E is a divalent group chosen from carbonyl, sulfonyl, C\-Cz alkylene, 
-X- (CrC3) alkylcarbonyl wherein X is chosen from N, O and S, or E is merely a bond; 

and D may optionally be substituted with up to two groups chosen from OH, CpCs alkyl; 
Ci-Ce alkylacylamino, d-Cealkylacyloxy, C-Ce alkyloxy, Ci-Cealkylthioxy, amido (including 
primary, CpCe alkyl and phenyl secondary and tertiary), NH2, mono and diCCpCe alkyl and 
phenyl) amino, carbamyl (including CpCe alkyl and phenyl amides and esters), carboxyl 
(including Ci-Ce alkyl and phenyl esters), carboxy(C2-C5)aIkyloxy, N-heterocyclylacyl, CpCa 
alkylsulfonyl, sulfonamide and CpCa alkylsulfonamide; 

iii) Ci-Ce alkanoyl; C2-C-6 alkenoyl; and methylthioCi-Cs alkanoyl, any of which may be 

substituted with up to two groups chosen from OH, Ci-Ce alkylacylamino, d-Csalkylacyloxy; 
Ci-Ce alkyloxy; CrCealkylthioxy : amido [(including primary, Ci-Ce alkyl secondary; d-Ce 
alkyl and phenyl tertiary, amino] rincluding primarv. C -C ^alkvl and ohenvl secondarv and 
tertiarv), amino, Ci-Ce alkyl and phenyl amino, carbamyl (including CrCe alkyl and phenyl 
amides and esters), carboxyl (including Cx-Ce alkyl and phenyl esters), carboxy(C2-C5)alkyloxy 
and N-heterocyclylacyl, C1-C3 alkylsulfonyl, sulfonamide and C1-C3 alkylsulfonamide; 



O 

wherein each carbonyl of the divalent group bonds to the nitrogen to form a five 
membered ring and Ra is as defined above; 



andiv) a divalent group of the formula: 




B is selected from -OH^-Ci-Ce alkyl or C1-C6 alkyl amino, di(Ci-C6 alkyl)amino, Ci-Ce 
alkyloxy, N-hete'rocyclyli^ and 
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each n' is independently 0, 1 or 2; 
mis 0, 1,2 or 3; 



/Ok 




and G is N or O; 

J is selected from the group consisting of aryl having a 5 to 6 membered ring optionally including 
up to 2 heteroatoms selected from the N, O, and S; fused aryl rings of 8 to 14 atoms optionally 
including up to 3 heteroatoms selected from N, O, and S, mono or fused ring cycloalkyl having 5 
to 12 carbon atoms; and mono or fused ring heterocyclic having 5 to 12 carbon atoms including 
up to 3 heteroatoms chosen from the group consisting of N, O, and S; 

each K is chosen from OH, CpCa alkyl; Ci-Ce alkylacylamino, CpCe alkylacyloxy, CrCe 
alkyloxy, Ci-Ce alkylthioxy, amido (including primary, Ci-C6 alkyl and phenyl secondary 
and tertiary), NH2, mono and di(Ci-C6 alkyl and phenyl) amino, carbamyl (including 
Ci-Ca alkyl and phenyl amides and esters), carboxyl (including C\-Ce alkyl and phenyl 
esters) and carboxy(C2-C5)alkyloxy; 

Rl is straight or branched chain C1-C5 alkanyl or C2-C5 alkenyl; 

R2 is C1.5 straight or branched chain alkanyl or alkenyl; methylthiomethyl; aryl or 
arylalkyl or heteroaryl or heteroarylalkyl wherein any of the above are optionally 
substituted with up to 2 of C1.3 alkyl, trifluoromethyl or halogen, 
and stereoisomers, hydrates or pharmaceutically acceptable salts thereof. 

2) The compound claim 1 wherein A is: 



wherein the dotted line indicates an optional aryl ring fused to the phenyl ring. 



24) A method of slowing or ameliorating the progression of a disease state characterized by 




OH 



deposition of A(3 peptide in a manmial comprising administering to a mammal in need thereof an 
effective amount of a compound of formula 1 
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R2 O 




OH O R1 

Formula 1 



wherein: 
A is 



i) 




wherein Aryl is mono or bicyclic and has from 5 to 10 ring atoms and may 
optionally include up to 3 heteroatoms chosen from N, O and S; 
each X is independently 0, 1 or 2; 

R is H, CpCe alkyl, phenyl or benzyl wherein each phenyl ring is optionally 
substituted with up to two groups independently selected from -OH; -CH2OH, -CO2H, - 
CF3, CI, Br, F; and C1-C2 alkyl; 

each Ra is independently selected from the group consisting of H, OH, C1-C3 
alkyl; d-Ce alkylacylamino, Ci-Cealkylacyloxy, Ci-Cealkyloxy, Ci-Cealkylthioxy, 
amido (including primary, Ci-Ce alkyl and phenyl secondary and tertiary), NH2, mono and 
di(Ci-C6 alkyl and phenyl) amino, carbamyl (including CpCe alkyl and phenyl amides 
and esters), carboxyl (including C1-C6 alkyl and phenyl esters), carboxy(C2-C5)alkyloxy 
and N-heterocyclylacyl; 

and n is 1 or 2; 




wherein D is chosen from aryl having 5 to 6 atoms, optionally including up to 2 
heteroatoms selected from the N, O, and S; fused aryl of 8 to 14 atoms optionally including up to 
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3 heteroatoms selected from the N, O, and S; mono or fused cycloalkyl having 5 to 12 carbon 
atoms; and mono or fused heterocycloalkyl having 5 to 12 carbon atoms including up to 3 
heteroatoms selected from N, O, and S; biaryl, diaryl ether; diarylketone, and phenyKCi-Cg) 
alkyloxyaryl; 

and wherein E is a divalent group chosen from carbonyl, sulfonyl, Ci-Ca alkylene, 
-X- (CrCa) alkylcarbonyl wherein X is chosen from N, O and S, or E is merely a bond; 

and D may optionally be substituted with up to two groups chosen from OH, C1-C3 alkyl; 
C-Cfi alkylacylamino, C-Cealkylacyloxy, d-Cfialkyloxy, d-Cealkylthioxy, amido (including 
primary, d-Ce alkyl and phenyl secondary and tertiary), NH2, mono and diCCpCe alkyl and 
phenyl) amino, carbamyl (including CpCe alkyl and phenyl amides and esters), carboxyl 
(including CpCe alkyl and phenyl esters), carboxy(C2-C5)alkyloxy, N-heterocyclylacyl, CpCs 
alkylsulfr)nyl, sulfonamide and C1-C3 alkylsulfonamide; 

iii) CrCe alkanoyl; C2-C-6 alkenoyl; and methylthioCi-Cs alkanoyl, any of which may be 

substituted with up to two groups chosen from OH, Ci-Ce alkylacylamino, Ci-Cealkylacyloxy; 
Ci-Cealkyloxy; d-Ce alkylthioxy, amido [(including primary, CpCe alkyl secondary; Ci-Ce 
alkyl and phenyl tertiary)] (including primary. C -C ^alkvl and phenyl secon darv and 
tertiarvV amino, Ci-Ce alkyl and phenyl amino, carbamyl (including CrCe alkyl and phenyl 
amides and esters), carboxyl (including d-Ce alkyl and phenyl esters), carboxy(C2-C5)alkyloxy 
and N-heterocyclylacyl, CrCa alkylsulfonyl, sulfonamide and C1-C3 alkylsulfonamide; 

and iv) a divalent group of the formula: 



O 

wherein each carbonyl of the divalent group bonds to the nitrogen to form a five 
membered ring and Ra is as defined above; 

B is selected from -OH; Ci-Ce alkyl or d-Ca alkyl amino, di(d-C6 alkyl)amino, Ci-Ce 
alkyloxy, N-heterocyclylic and 
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each n* is independently 0, 1 or 2; 
mis 0, 1, 2 or 3; 
and G is N or O; 

J is selected from the group consisting of aryl having a 5 to 6 membered ring optionally including 
up to 2 heteroatoms selected from the N, O, and S; fused aryl rings of 8 to 14 atoms optionally 
including up to 3 heteroatoms selected from N, O, and S, mono or fused ring cycloalkyl having 5 
to 12 carbon atoms; and mono or fused ring heterocyclic having 5 to 12 carbon atoms including 
up to 3 heteroatoms chosen from the group consisting of N, O, and S; 

each K is chosen from OH, C1-C3 alkyl; CrCe alkylacylamino, Ci-Ce alkylacyloxy, Ci-Ce 
alkyloxy, Ci-Ce alkylthioxy, amido (including primary, Ci-Ce alkyl and phenyl secondary 
and tertiary), NH2, mono and di(Ci-C6 alkyl and phenyl) amino, carbamyl (including 
Ci-Ce alkyl and phenyl amides and esters), carboxyl (including CpCe alkyl and phenyl 
esters) and carboxy(C2-C5)alkyloxy; 

Rl is straight or branched chain Ci-Cs alkanyl or C2-C5 alkenyl; 

R2 is C1.5 straight or branched chain alkanyl or alkenyl; methyithiomethyl; aryl or 
arylalkyl or heteroaryl or heteroarylalkyl wherein any of the above are optionally 
substituted with up to 2 of C1.3 alkyl, trifluoromethyl or halogen, 
and pharmaceutically acceptable salts and esters thereof. 

25) The method claim 24 wherein A is: 



OH 




wherein the dotted line indicates an optional aryl ring fused to the phenyl ring. 



47) A pharmaceutical composition comprising a compound of formula 1 
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A— N 




B 



OH O 



R1 



Formula 1 



wherein: 
A is 



i) 



OR 



(Ra), 



Aryl— (CH2), 




wherein Aryl is mono or bicyclic and has from 5 to 10 ring atoms and may 
optionally include up to 3 heteroatoms chosen from N, O and S; 
each X is independently 0, 1 or 2; 

R is H, Ci-Ce alkyl, phenyl or benzyl wherein each phenyl ring is optionally 
substituted with up to two groups independently selected from -OH; -CH2OH, -CO2H, - 
CF3, CI, Br, F; and Q-C2 alkyl; 

each Ra is independently selected from the group consisting of H, OH, C1-C3 
alkyl; CrC6 alkylacylamino, Ci-Cealkylacyloxy, Ci-Ce alkyloxy, CrC6 alkylthioxy, 
amido (including primary, CpCe alkyl and phenyl secondary and tertiary), NH2, mono and 
di(Ci-C6 alkyl and phenyl) amino, carbamyl (including C\-Ce alkyl and phenyl amides 
and esters), carboxyl (including Ci-Ce alkyl and phenyl esters), carboxy(C2-C5)alkyloxy 
and N-heterocyclylacyl; ^ 

and n is 1 or 2; 



heteroatoms selected from the N, O, and S; fused aryl of 8 to 14 atoms optionally including up to 




wherein D is chosen from aryl having 5 to 6 atoms, optionally including up to 2 
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3 heteroatoms selected from the N, O, and S; mono or fused cycloalkyl having 5 to 12 carbon 
atoms; and mono or fused heterocycloalkyl having 5 to 12 carbon atoms including up to 3 
heteroatoms selected from N, O, and S; biaryl, diary! ether; diarylketone, and phenyKCi-Cg) 
alkyloxyaryl; 

and wherein E is a divalent group chosen from carbonyl, sulfonyl, CpCa alkylene, 
-X- (Ci-Ca) alkylcarbonyl wherein X is chosen from N, O and S, or E is merely a bond; 

and D may optionally be substituted with up to two groups chosen from OH, CrCa alkyl; 
Ci'Ce alkylacylamino, CpCealkylacyloxy, CpCealkyloxy, CpCealkylthioxy, amido (including 
primary, CpCs alkyl and phenyl secondary and tertiary), NH2, mono and di(CrC6 alkyl and 
phenyl) amino, carbamyl (including Cj-Ce alkyl and phenyl amides and esters), carboxyl 
(including Cj-Ce alkyl and phenyl esters), carboxy(C2-C5)alkyloxy, N-heterocyclylacyl, CrCy 
alkylsulfr>nyl, sulfonamide and Ci-Ca alkylsulfonamide; 

iii) CrC6 alkanoyl; C2-C-6 alkenoyl; and methylthioCi-Cs alkanoyl, any of which may be 

substituted with up to two groups chosen from OH, Cj-Ce alkylacylamino, CpCealkylacyloxy; 
Ci-Cealkyloxy; CpCealkylthioxy, amido amido [(including primary, d-Ca alkyl secondary; 
C1-C6 alkyl and phenyl tertiary, amino] (including primary. Cj ^-Q alkvl and phenyl 
secondary and tertiary), amino, CpCe alkyl and phenyl amino, carbamyl (including CpCe alkyl 
and phenyl amides and esters), carboxyl (including d-Ce alkyl and phenyl esters), carboxy(C2- 
C5)alkyloxy and N-heterocyclylacyl, CpCs alkylsulfonyl, sulfonamide and C1-C3 
alkylsulfonamide; 

and iv) a divalent group of the formula: 



O 

wherein each carbonyl of the divalent group bonds to the nitrogen to form a five- 
membered ring and Ra is as defined above; 

B is selected from -OH; CrCe alkyl or C1-C6 alkyl amino, di(CrC6 alkyl)amino, C1-C6 
alkyloxy, N-heterocyclylic and 
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each n' is independently 0, 1 or 2; 
mis 0, 1,2 or 3; 
and G is N or O; 

J is selected from the group consisting of aryl having a 5 to 6 membered ring optionally including 
up to 2 heteroatoms selected from the N, O, and S; fused aryl rings of 8 to 14 atoms optionally 
including up to 3 heteroatoms selected from N, O, and S, mono or fixsed ring cycloalkyl having 5 
to 12 carbon atoms; and mono or fiised ring heterocyclic having 5 to 12 carbon atoms including 
up to 3 heteroatoms chosen from the group consisting of N, O, and S; 

each K is chosen from OH, C1-C3 alkyl; Ci-Ce alkylacylamino, Ci-Ce alkylacyloxy, Ci-Ce 
alkyloxy, C1-C6 alkylthioxy, amido (including primary, CrC6 alkyl and phenyl secondary 
and tertiary), NH2, mono and di(Ci-C6 alkyl and phenyl) amino, carbamyl (including 
C1-C6 alkyl and phenyl amides and esters), carboxyl (including Ci-Ce alkyl and phenyl 
esters) and carboxy(C2-C5)alkyloxy; 

Rl is straight or branched chain C1-C5 alkanyl or C2-C5 alkenyl; 

R2 is Ci-5 straight or branched chain alkanyl or alkenyl; methylthiomethyl; aryl or 

arylalkyl or heteroaryl or heteroarylalkyl wherein any of the above are optionally 

substituted with up to 2 of C 1.3 alkyl, trifluoromethyl or halogen, 

and pharmaceutically acceptable salts and esters thereof and a pharmaceutically acceptable 

diluent. 

48) The composition claim 47 wherein A is: 




OH 



wherein the dotted line indicates an optional aryl ring fused to the phenyl ring. 
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